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§10(1 21& sa^iAj e g^auq. cheis! 

OISSI (SI) 

PIS^SIS) 20 g 29.000 S) 

10 s 10.000 gj 

t*tf3^SS] 0 21 OS 

5 » 269.000 SI 
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■position comprising Notoginsens Radix extract for preventing and treating of 
hritis as an effective component) 

£.^^ ^ig] 
1^ ^ ^^ofl ttt^ -fe^^e LIEJVB Solc^. 

'3«# UE^M! Hojc}. 

^ ^^S. UE^HB Hole}. 

^ S.^^ ^^^J ioltt. 



34-6 



ft^2i -a^i 

-S^ie ^'^S^ «*«>^ OA'S 5! 

^?>€- ^^s] i2%7\ ^ji 

. ^^O-S S^tflofli 200°!^ o)^£l 5ac^. 

^^^^ ^d^asj e W i^ofl ^^'S ^2}7> ^ ^^Mlofl :a>i:l 

^>^oi ^Etl4^ 5§ ^goict. %:s. *i. o3# 

t>Cf (Hoffaause, LC. Heufelder. AE: The role of osteoproteserin 
d receptor activator of nuclear factor kappaB ligand in the pathogenesis and 
eatoent of rheumatoid arthritis. Arthritis and Rheumatism 44:253-259. 2001). 

^^^^ sj^^j ^^^). ^M^. ^^m^ 

u 3fct*> ^7ii7f ^2^^^ sa«.»^. oi ^^ofl>H^ ^^^s.s. 

*^ ^^21 ^aj7> LiE^idc^. sj<s^ ^©«H1>H oj^ 

3t7j 3tlA>*f3fl 3El:2. 7l^o| 7>^-i! B(Cathepsin B) . 7}^-*! D. ^EJ^H^:^ 
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ollasenase) ^ofl 2|e(| 0^3] ^c}. s^eH^^SI^V (Pro teopl yean) 3f €Bt>n 

^ o^gej© a^iofl D|41 §^§S| ^^o| jg7l>a ^c^. :§^o| ;y 

CH UfEtl^Tfl SJC}. ttl^E|^>H. ^-y^JOl o.^ 

^ ^DfEl>: ^^^^ ^>»o| ^^ofl ta^:^o^S Ue^uI 

^l-i!^ nf.g ^^Oim. ^^^mTflofl Ol^Ol 7\7\ 

a^^oj 71^^ ^o.?!^. B}3l g| § op|*f^ 

^% ^?fl<HI 21^ 1^^^^ ^^M^ ^>^o) 
>n ^^^(Firestein. GS: Evolving concept of rheuaatoid arthritis. Nature 
3:356-361. 2003). JS^dJeI^;^ ^^'aofl ^7}^^ 

^^^<H! 7lo|«f jq^. Ai:*^. jfll. ^4. A|:gj|i ^o^ ^>^^ ^i^ft^ 

^71 SI o^J^^ a.>^oi ^ sai^. 

^(CRP) 7^#^ IL-2 ^-S-i«l (IL-2r) ^^2\ ^7}7} . ^ 

^ ^D>E)>:^ ^^^<4l 7i£| §7fsicf. «^ c-^>§^ 
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-i^^^ IL-2r^ ^£.5^ €-7}€l^(Uda8awa. N.. Kotake. S. . Kamatani. 

. Takahashi. N.. and Suda. T: The nolecular nechantsm of osteoclastogenesis 
rheumatoid arthritis. Athritis Research 4:281-289. 2002). 

^D^E^>:>a ^^^^ "^nn ;*l^oIl Thl ^^S] CD4* T ^a7> ^B.^ 
^ ^S-S. ^^7J ^. CD4* T ^ = ^Elfll^-^nHlFN-v) 51 IL-17 7>-g- 

s^3f CD69 2i*f ^'^^ =8*1 >»aa. 41a 

# Tt'^.g^ol ^-a^ AVo|£7}oi^(TNF-a . IFN-y . GM-CSF. IL-2. IL-6)a^ Bfle?^ 
(matrix netalloproteinase)# $ill7l]^>Cl^. oI^tQ ^U]^ 

^^*M ^T-i(pannus)# ^-8*>a. i'fle^:f: oll¥SH 
«ilof;^2} ^>»fl n^all- S.^ CD4+ T ^3l^ CD40L. CD28. 

b2 integrin ^-o] nfl^fl^ >tj)5t fi^ B >*fla§ ^^3}e>oi ^^DlEl^:©] 

(rheimatoid factor)^ a?}t> ^JMll- «>ct. CD4* T ^HlS^ ^^S^^oQ ^ 

S^oq osteoprotegerin Itgand^ ^^d}o^ ^£ (osteoclastogenesis) 

ni) S^alofl ^^:^ol «>cKKoDg YY. Feige U. Sarosi I., et al. 

ctivated T cells regulate bone loss and joint destruction in adjuvant 
thritis through osteprotegerin ligand. Nature 402 . 304-309. 1999). #^3^^ 
M^^. ^^o\j^S. VEGF. FGFfi} ^ 



34-9 



^ ?I1S?>^^ S^;* (adhesion molecule) 

^B^aj ^« 415 A>oIS| T->Jla- 
7fl5l ^7>03q ^^olEt -a^f^Cf. T->flS ^>*S1 371^ T->fl5 fii^ 

-^^^ §Xl T->mX CD28 5^ aiAAS\ ZL^ ^^JS.. <^1# 

°\ B7-aJ^ CD80(^. B7-1) SJ CD86(^. B7-2) Ajojoj 

£:^$oIi £t6H ^$^I^^(Lia8l8y. P. and Ledbetter. J.: The role of the CD2e 
ceptor during T celt responses to antigen. Aon. Rev. liuunol . 11:191-212, 
83). §AI ^^o] §1^ nqo] T->«5 Al>:^ol ^^oQ cfluQ 

(anergic) T-4)2 £eH«>Cf [Schwartz, R. H. :CostiDulation of T 

nphocytes: the role of CD28. CTLA-4. and B7/BB1 in interleukin-2 production 
d immunotherapy. Cell 71:1085-1068, 1992]. 

«s}«>a. 7>^«> «> 71 ^# A^ftf^ "i^^j^s ^S7^ oi^oi 

>^ ^l^^ (Langenegger T. Michel BA. : Drug treatment for rheumatoid arthritis, 
in Orthop. 386:22*30. 1999). 
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om^Ol. T->l|a 1»87l|2| ^^iS 

nfl^oll. a»^^ai jq£§ ^fiHAlfe^ >^olS7^o|o| <4:^x]?\t^ , §^ 
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P^aax ootogioseagiBuTk.) F. H. Chen)^ H«^•¥•3^a| t^^^^^ 

s 9i^s.^ ^JL ^sjo] iTfloim j^Ei^ ^««cr2i ^Efls s^ja xioldi. 

§.oa,H ;flfl9!gi:t. ^ 7fl2| 7>7lofl 7>I|S| sjo] 

ofl^ A>ayo] SU^Cll a -^^-g-^^ ^>micXlS(8insenoside) Rbl. Rgl. Re 

ic£^>ai>«^lH(notoainseno8ide) Rl. R2. Fa. Fc ^o)d1 ^MliiAjH 
insenoside) R2. b2. d. e. c7\ RO^ ofl-x «-^5jol Xlc}. 

o|D| ^*qms| Tl^aaj ©olfe S^ol SU^ «^iact. i 

^^e^ i^. 5a^>^A^ ^>^# hi^*v *3^^?^ofl 

^ ^^2] Aj^^ ^. ^# '^^21 ^tJ^nflS 

& ^'gsi *«<f a^Avol7^-^3^^aNF-a)s| *ei5 ^^*>°s. 

^ ^'^^ol 2^A^oJ;^^-.y3IKTNF-a) ^Elofl Dl;^^ <g<^# 

o\^7\ (Human monocytic cell line)?] THP-1 ^Sl" o]^ 
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o\ elS$e4A>7molH(lipopolysacchttride: LPS)4 $ ^^S\ 2 

10 ii£/me ^N^^?> ^. ^5 »ni««?«-? ^^si ^o<f 3^A^o1x^-<^H^ (tnf-q)si 

^ lOue/mt A|ej*f :g^ofl a] A^ol:^J.^3^^ (TNF-o)fil ^^t;] 

1 ^^). 

71 ^*ioi. ^^if}c^ >aa^ o«floi ^-^^^ 4^. ^**^^] 
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>^t> ^5-^. ^7i*-q. ^^niBS^Si ei>, 

. S«> Sl^;^. ^-iiV^. Xl^S^:^. li ^7j:^oS ^7mo1 ^ 

*>A, -S-'H^ §5* 5fe 

Slt^. l4o>7> ^^o^oj S.^ Renington s Pharnaceutical 

ience(41^^). yack Publishing Company. Easton PAofl 7fl>««lSloi 

oil itfE} a ^^7> c|°<Jc}c^- ^^^^ ^ ^'SSl ^##01 0.1>10 OS 

g olJl. uV^^SMlt O.l-ams/kgolBj. t}^ ^.SJofl ul^j^o^ ^o^*J^ ^ 
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>4S<HI 5(W A|JtJ%(LD5o)^ 2g/ia oj^oj ^jo^ ^ejut 

<^ ^fi. 7]s., ^£ >^>**>^ sj-amaf 

^ ^^£1 3^^^^ ^^^ofl 7l<^l*^^ 7fl>j# ^^^m^<a] ^ 
ac8£ ^7^7^ -4|§ sfe 'tis ^ sia. 

s| ;«iiaiAH^ ^ ^«go| ^-^^ol ^£ofl cfleM 100 oi^K 

50 o|c}sj o^o,^ ^7j^c^. a^lU. ^^<J 5^ ^^^s 

^ ^^cf ^^aS ^7l7}o| ^^oj ;g o.^- >^7l >»7l 01 

^ SI 0.1^. ^<^M o}^^ ^^7\ si7i nfl^oq ^71 o| 

IlSfe :i>P^. 9. 2:551!. ^Cl^. S^Tt. Et^. 7^ 
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#S«|>lSEJ2} ^o. #ElAmsJo|=. :4iaHl§. oflSiEel§ §.oJ 

^^^mS.M^ >:Efl«lo> ^-^^af :?^Dl;^ut. . o> 

igs) i>a# loome^ ^^v^i^ o.i-20g. «m^e>7n^ «| 1-iOg ©ic^. 

^71 filofl ^ ^goj 3^>g§o 01247^71 ^o<J;^. HlE^oJ. ^oB^ . #DlWl . 4^-5^ 

^ Sacf. ^^^^S A> 

g 0.05-50 ^^ofl^H ^^51^ ^o) •y^J^olt^. 
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1) w 

acuum rotary evaporator)^ >>J-8-wM ^*&^^M^S.S.^ -^^^ 2.7 8 

sk^% -fch^e a-^^^^ ^^*>5act(RFiM)(>fef^e ifl«> : 1.35%). 

2) 4^ 3l^^^ 

3) >a^e ^?f-§-Dfl 

4^*Bfls tfl-y # 25X 2f ofl^^ 75X21 ^«-§-Da# A>^*v 
2. i^^ssj §in 
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-butanol) 500 neS A>*«V<^ 34| ^tifl ^^*M ^ 

(RFIUB) . 

o| BFIUB aSDfSaZflBl^ ol^*M HF1MB4 &2)*>5ac}. 

7] RF1MB4 ^sjofl cflom ^-^j^^-s asDfs aza^is ^^*M -^^e 4^ 

^ ^"Soii a}= ^'^•^ei i loJl i4E^ifl2lc+- 

o|*fsi ^SoJiofl>fc|fe 4##2i ^aj(RFiiiB4b)# ^-^*>oi 

^. #011 Sl-Si^?t ^]^^ Ml (/II K/7ro) 91 §# ^<8e>SacJ. 

1 : ^ '^^#«<HI a|^oi;^,^Bj(TMF-o)5| 

^ W^S] >}:ye ^^-i^^oj A>^cf«q^]a^(HuiDan monocytic cell line)*?] 
P-1 >«Oaofl>M -8-2^51 >«'^o1S?^?]?! 2lA>oi:;tj-^iif(TNF-a)£l -S-eJ 

^o>A7i i}7\sk -as^ 'a>^i*>5acf. 
1. 41X21 91 mi« 

Ajoi^-^B}(TNF-e) ^Elofl D|;^^ «g^# ^7mai:». 
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A^'^M THP-1 4ia(ATCC No. TIB-202)e ATCC(Rockville. 

%)'^M ?^vM RPH( 1640(Gibco. BRL. USA)oI| 10% FBS(fetal bovine serua)^ ^ 

2. #<33lAjoi;^J-^BKTMF-a)S| 

NF-a)Sl ^el^# (ELISA) ^^ft^Ct. 

96-« ^Zflo|E(,ell plate)of| arf^ 55405787> SlH^ §^*fja. 
>+?molH(lipopolysoccharidB: LPS)§ ^7^01 31A>o}^-^BKTNF- a )7> 

*y^-^BKTNF-a)Sl *Sj^ol *S^7^S\ 7^o]7} ^^XS.^ . ^ J^^^ 
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^ ^ 4* 



5ac^. >flaol3^7l (Falcon. NJ USA)^ *3fAl?l cf^ >fli§# FBSS J?:. 
10^ cell/me£ ^<^<!io|] ^"Sf^^ RPMI 1640(Gibco. BRL. USA)ol1 

S (fetal bovine serum) 1- 10% ^7^6^^ Si . 

tifl*ir T >flS^V# ^^S\A\^]7] ^ofl S-^-m^E^ A(concanavalin A) § 5 tts/ 

A>o]c (yethyl-a -D-Uannopyranoside. sigaa. Germany) 10iD8/m2# ^Jl 30^^ Hi) 
A|ac^. PBSS 3SI >11*J*V 4^ «yEi^^-2(himan Interleiikine-2: hIL-2. R& 

MN. USA) 100 unit/iii«# ^7H^ ^<tf«iq<HI>H >fla^7f 2H06 cell/meol S|7fl ^ 
^ 4^ 48Al^ «fl<^ef5a^(Leaardo UJ. et al . : Interleukin-2 prograas souse 
pha beta T lymphocytes for apoptosis. Nature. 353 (6347) : 858-61 . 1991). 
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■ 2. T 4ia2| j^slm 

e^S^^ T 1540P cell /lies 96 ^ §Zflo| e (Paicon . USA)ofl 200«« 

^i. o| mi hIL-2 100 unit/iiie# »^<H ^2lct. 

tfla^iS^ -SS^ ?!# 4^«>5aii^. ^S^ofl^ ^71 

^Hlofl^H il^^SJ (RFUB4b)# (5 *«/Be. 10 ui/wZ, 

^^-Hlai- 2)406 cell/meS 5^4^^ 96 € #«flo]BoIl 200 ut 

iCtolHCPropidiuB Iodide: PI)!^ ^iJL ■fi->fla^'^7HFACSC« liver. BectoD 
ckinsoa. Frence)S| CellQuest progran^ ^<g-6l| #0^5(1^ ^S'^S 20^^> 

o>^ «]?f:5j (naive) T -flSSi -d^S^SItcf 
abapathy K. Hu Y. Kallunki T. Schreiber H. David JP. Jochum V. Wagner EF. 
rin U. : JNK2 is required for efficient T-cell activation and apoptosis but 
t for nomal lymphocyte development. Curr Biol. 11 :9 (3) : 116-25. 1999 ). 
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^3f^ H 3ofl ME^tflSacf. 

«^^*fsat^. 

5a«# *^ si^t. 

§§on>i ^^ M 

^ 2^ §Ht>D 5-€^^Sl DBAl 

^^Sl SCI AJSYEJ DJ-?-^^ 21 1:. ^S, 40%St 

±Si\ ^ §ej^(^^. eS^^i: M)^ Q.GSX i-tVoQ 2mg/iiit2l §S8 
^ 4:21 ^fl 2^ 5^51 complete edjuvant(^^. ^B^^i |t)^ 
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*S 4:^*>Ja DieJfSl lll*> #e}^ «^*-!| 100ii«S ^AjwJsacJ. 

-a^l<41oflAl ;«J)S«> ^#^(RFlMB4b)# ^o!>M 2.5 ms/miS o> 

0.25 uU ^El(filter)§ oj^^Jo^ o^2}^^o^ ^l3^*^5at4. 

3. «^^2| af§ : ^ov ^§ ^ 
^! ^A^e>o| ^^^ol §§<HI ^71 ■gAlofloB/.l ^3, 

2it|. •s^^ ^^^^ §t!<»n e7i*M c+ 
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•l6o|o|. c^SJ *m ^ :±So|t 471^ a|2 >:S<HolcKCourtenay JS. Dallaan MJ. 
yan AD. et al . : iDBunisation against heterologous type II coUagen induces 
thritis in nice. Nature 283: 666-668. 1980). 

^ ^^^21 ^:*11*>^ ^2}^ i 4S} £ soil i^E^vfloji^. 

« i^E^ia ?io|iJi. £ ^ 

>%^<^\ ^ 2% *H s^^^ «^ ^« ^;«a MS 

£ 4o|| l^Ej'd «m ^o]. ^ ^gsl -^^e ^ 2« -S-i 

i*K s. sol) i+E}vi ^o|. ^'^^^ a^^ef;^ ^3^^^ 

^^£1 ^j^^iofl *^o| asaji. -ys^^ D>^>r^ 
^21 ^ot^> *^oi UEf^§ ^<>!e>5act. 
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S :^SJflSA| ^-»a|os ^^t}7] ^1*M wF^'m ^^S.S. 5^ 

-y^l-^S 6^^S\ ^^^^^7fl(SPF) nf^>;^ ^^^^ 5D}e1«J A}#*>^o^ 
. -^y] ^^l«flofl^1 -^^^ 4''i-^(RFlMB4b)# ^^^ofl ^BH'*l5^ 2. 1. 0.5 

^o|j?^ §§2i ifliAM^. -a^^-*. ^oAn^ ^ 

^o]l4 ifl]A>^ ^§5. ojojoo^, ^^^SJ. «^^A>. ««»J1>8SJ«J ^^di^ 

S}^ t+Ejifl:^ S*5it£.D|. ^^^^o^ ^it ^-^^ai%o)€^ 2 «/!« ^"^^ § 
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' -tf^ie 28 

^Wal 7l^a<HI ^2:«>5ai^. 

"^^^T^^^ lOOms 

-S- ^ lOOlER 

^712? 4^. ^>»S1 ^:^S{ ^3i^^6^ uk^M E^^*}<^ 
3. «#^51 

^^4^^^ lOOmg 

■8- ^ lOOms 

>:tfloJ^/* D^aMI^ 2ds 

WS\ ^««} ^. *^2| m^^^ ^S1J^<fl nfB^^I ^5}^ 



34-26 



^ «gsi -s^e :aoi ;»iis*>5acf. 

^ 'S'gsj 20 - 95 ^VtS. 231# :^2*fSfl 



^ ^-k^ 0.2 - 1.0 SDl.£ 4:>:o|| ^7moi 

^ ^gSi '^^^^ 0.5 - 5.0 ^^«* ^7t^oi| ^7V*U. ol 

no]3.. 3J ^2«>oi ^7<f ^^ef 

^ ^^21 ^aje 4^^^ 0.1 - s.o *^»# >iH gi ^#<i*q ^j^m^i ^ 
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5. aBJ^H «1« (ground beef) SI ^S: 

• €■ -tf^e 10 aetS-S HlHofl «7VftM ^xi^ 

6. -n-^^ (dairy products) Si 

^ ^^S| -^^e 5 ~ 10 -?-S-ofl ^7f*>31. -^71 ^-fr^ o]^*J 

7. -a^S) 

MBi. ^'ajE.s ^B^s^^15^ ^^s^mki ^# «a«t> 

^^»fl. #«flH -g^i^si tJ^o.s ^ai^i^ Ba^«> * §^7i 

^7MM ^3i*l 5^ -fej^e 4^#§£1 t}^2l u|^^ 

i^^x. 8«^^%. ^^*a 7«^^%). 
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5-10%. 0.05-O.3X. 0.005-0.02%. C 0.1-I%2^ ^7># 

^^*>J1. ol7lofl 79-94%Si ^JoJaI a]^# ?^#J^. ^^1 85-98TC 

M 20-180i:?f -^^ft^ol l:4Sl Vi]^S. 0.5-0.82% 

^'a*}o» ^ •S'gs) e-B-e>fe ^-tF^s^ ^2*>ac^. 

«l|^3f^(0.S%). ^Bla^(2X). -g%(2«). ^<g(0.5%). §(75X)3fr ^t^S. 

^^tm nm\<^ ^^j t> ^ sns^ # 

* ^gs^ 5g# SnfS ^^:£: 1.000a*ofl 7}v}<A 
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. 4. ^n^±S\ 

" ^ ^gsj -a^e i«# as i.oooirfofl 7}t}<^ ^ 
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21 

^9-^ 31 
41 
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S&(200a) 



flilPiS . 70-801; . 3-SA|?l 



1.013 

2.F«S-»»te*(30-40"C) 



4»S5 S^eS(RRM) 



RRMB 



RFIMBI 



RFIMB2 



RFIMB4 



1 w / /y / //[ 

RFlMB4a >'RRMB4b> 
I r> ✓ > > ✓ X. 



34-32 



Document made available under the 
Patent Cooperation Treaty (PCT) 

International application number: PCT/KR04/002255 
International filing date: 06 September 2004 (06.09.2004) 

Document type: Certified copy of priority document 

Document details: Country/Office: KR 

Number: 1 0-2003 -00624 1 8 

Filing date: 06 September 2003 (06.09.2003) 



Date of receipt at the International Bureau: 13 September 2004 (13.09.2004) 



Remark: Priority document submitted or transmitted to the International Bureau in 
compliance with Rule 17.1(a) or (b) 




World Intellectual Property Organization (WIPO) - Geneva, Switzerland 
Organisation Mondiale de la Propriete Intellectuelle (OMPI) - Geneve, Suisse 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

{□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 
FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



